Ric-8A is a 60 kDa protein expressed in the cytoplasm of multicellular eukaryotic cells. Unrelated to G protein-coupled receptors, Ric-8A has in vitro activity as a guanine nucleotide exchange factor. As such, Ric-8A catalyzes the release of GDP of GDP from the alpha subunits of heterotrimeric G proteins (Ga), forming a nucleotide-free Ga:Ric-8A complex. In the presence of GTP or non-hydrolyzable GP analogs, the complex dissociates, releasing Ga•GTP and Ric-8A. Ric-8A controls the cellular abundance of Ga by inhibiting its ubiquitination, and acting as a chaperone. The mechanisms by which Ric-8A carries out these essential activities are unknown.
